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=> fil capl; d que 117; fil wpids; d que 126; fil biotechno; d que 133; fil medl; d que 
153; f il embas e; d que 161 

^ILE~' CA PLUS ' ENTERED AT 10:25:36 ON 20 JUL 2001 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT . 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C> 2001 AMERICAN CHEMICAL SOCIETY • (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 

FILE COVERS 1947 - 20 Jul 2001 VOL 135 ISS 5 
FILE LAST UPDATED: 19 Jul 2001 ( 20010719/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

This file supports REGlstRY for direct browsing and searching of 
all substance data from the REGISTRY file. Enter HELP FIRST for 
more information. 

CAplus now provides online access to patents and literature covered 
in CA from 1947 to the present. On April 22, 2001, bibliographic 
information and abstracts were added for over 2.2 million references 
published in CA from 1947 to 1966. 

The CA Lexicon is now available in the Controlled Term (/CT) field. 
Enter HELP LEXICON for full details. 

Attention, the CA Lexicon is the copyrighted intellectual property of 
the American Chemical Society and is provided to assist you in 
searching databases on STN. Any dissemination, distribution, copying, 
or storing of this information, without the prior written consent of 
CAS, is strictly prohibited. 



L4 81 SEA FILE=CAPLUS ABB=ON (TNF OR TUMOR NECROSIS FACTOR) (W) (SUPER 

FAMILY OR SUPER FAMILY) ' 

L5 10257 SEA FILE-CAPLUS ABB=ON TUMOR NECROSIS FACTORS+NT/CT i 

L6 33094 SEA FILE=CAPLUS ABB=ON TUMOR NECROSIS FACTORS+OLD/CT 

L7 24 912 SEA FILE=CAPLUS ABB=ON COLLECTIN# 

L8 1981 SEA FILE=CAPLUS ABB=ON SPD OR (SURFACTANT PROTEIN OR SP) (W) D 

L9 847 SEA FILE=CAPLUS ABB=ON "SURFACTANT PROTEINS (PULMONARY) "+OLD/C 

T 

L10 17 SEA FILE=CAPLUS ABB=ON TNFSF## 

Lll 3613 SEA FILE=CAPLUS ABB=ON CD40# OR CD154 OR <CD(W)(40# OR 154)) 

L12 1027 SEA FILE=CAPLUS ABB=ON LTA 

LI 4 24 7 SEA FILE=CAPLUS ABB=ON LTB 

L15 120289 SEA FILE=CAPLUS ABB=ON FUSION/OBI 

L16 614 69 SEA FILE=CAPLUS ABB=ON MULTIMER? OR TRIMER? OR CHIMER? OR 

CHIMAER? _ 

CL1 7 7 SEA jriLj >CAPLUS~ABB=ON (~(U4~OR~L"5 OR L 6) OR ( LT0~~OR LlT~O R~^? 

ggg) OR LlY ) _AND_J (L7_„OR^L8_dR^L9XLA NP (LI 5 O R L16 )"^j 



FILE 'WPIDS ' ENTERED AT 10:25:37 ON 20 JUL 2001 
COPYRIGHT (C) 2001 DERWENT INFORMATION LTD 
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FILE LAST UPDATED: 19 Jul 2001 

MOST RRfT.MT ni7or.TT,x, m ^^,__ ZUU1 <20010719/riP> 
MD^^^^^; coffigg^ DATE 

^ ^EVERY^UPDATE^IS ra^T^ST" M 0F J ™ E 
SEE HELP COST <<< DEFAULT) . FOR PRICING INFORMATION 

»> D COST AND SET NOTICE DO NOT REFLECT SUBSCRIBER DISCOUNTS - 

SEE HELP COST «< 

^ R E °S R OURCE?-p D L T A S f V F ?S^ TI ° N AB ° UT ™ T CHEMISTRY 

http : //www. derwent . com/chemistryresource/index . html «< 

^ SEE httn 1 // ° F w HE PATENTS C ° VERED ™ CURRENT UPDATES 
SEE http://www.derwent.com/covcodes.html «< UFDATES ' 



L19 

L20 

L21 

L22 
L23 
'L24 

L25 



TNFSF## 

(TUMOR OR TUMOUR) (W) NECROSIS (W) FACTOR# 



2 SEA FILE=WPIDS ABB=ON 
2875 SEA FILE=WPIDS ABB=ON 

OR TNF . 

™^ °* LTB OR (LYMPHOTOXIN* OR LYMPHO' 

58 PuLo F ^ PIDS ABB=0N ° R PROTEXN*) ( A) {D OR 

^!LS^^ 1Da ABB=0N MULTIMER? ° R TRIMER? °* ^HIMER? OR 

^LlO)R„L2.0_OR„L2 L ~0Tl2^^D^CL24l7 
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£ILE_^QTECHNO-y ENTERED AT 10:25-38 ON 20 tht onm 
COPYRIGHT (C) 2001 Elsevier Science BV i , i° l 

science B.V., Amsterdam. All rights reserved 



FILE LAST UPDATED: 17 JUL 2001 
FILE COVERS 1980 TO DATE. 



<20010717/UP> 



^ /C^LIcl^^^f^ ™° N AV "^LE IN 



L27 

L28 

L29 

L30 
L31 

L32 



IL3T 



25123 SEA FILE=BIOTECHNO ABB=ON 
R# OR TNF OR TNFSF## 
1548 SEA FILE=BIOTECHNO ABB=ON 
on^n o^ MPH ° T0XIN #> fW) {ALPHA OR 
2037 SEA FILE=BIOTECHNO ABB=ON 

204 9 SEA FILE=BIOTECHNO ABB=ON 
280 SEA FILE-BIOTECHNO ABB=ON 
PULMONARY) 
20801 SEA FILE=BIOTECHNO ABB=ON 
CHIMAER? 

— ^^IseXHl^~iotechno-abb-on _ ' 
C^)Z™d~i,32^;^j 



(TUMOR OR TUMOUR) (W) NECROSIS (W) FACTO 

LTA OR LTB OR (LYMPHOTOXIN# OR 
BETA) 

CD40# OR CD154 OR CD(W) (40# OR 154) 
COLLECTIN# OR SPD 

(SP OR SURFACTANT PROTEIN#) (A) (D OR 
MULTIMER? OR TRIMER? OR CHIMER? OR 
( L2 7 OR L2 8~OR L29U^Dr(L30' ORy 
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tFITE_iMEDLINEJ ENTERED AT 10:25:40 ON 20 JUL 2001 

FILE LAST UPDATED: 16 JUL 2001 (20010716/UP) . FILE COVERS 1958 TO DATE. 

On April 22, '2001, MEDLINE was reloaded. See HELP RLOAD for details. 

MEDLINE now contains new records from the former NLM HEALTH STAR 
database. These records have an Entry Date and Update Date of 20010223. 

MEDLINE thesauri in the /CN, /CT, and /MN fields incorporate the 
MeSH 2001 vocabulary. Enter HELP THESAURUS for details. 

The OLDMEDLINE file segment now contains data from 1958 through 1965. 
Enter HELP CONTENT for details. 

Left, right, and simultaneous left and right truncation are available in the 
Basic Index. See HELP SFIELDS for details. 

THIS FILE CONTAINS CAS REGISTRY NUMBERS FOR EASY AND ACCURATE 
SUBSTANCE IDENTIFICATION. 

L41 33187 SEA FILE=MEDLINE ABB=ON TUMOR NECROSIS FACTOR/CT OR TNFSF## 

L42 1781 SEA FILE=MEDLINE ABB=ON LYMPHOTOXIN/CT 

L43 1758 SEA . FILE=MEDLINE ABB=ON ANTIGENS, CD40/CT 

L4 4 1233 SEA FILE=MEDLINE ABB=ON CD4 0 LIGAND/CT 

L4 6 810 SEA FILE=MEDLINE ABB=ON SPD OR (SP OR SURFACTANT OR LUNG OR 

PULMONARY) (1W) (PROTEIN# OR GLYCOPROTEIN!) (W)D 

L47 409 SEA FILE=MEDLINE ABB=ON SURFACTANT PROTEINS (2A) {PULMONARY OR 

LUNG) 

L4 8 134 585 SEA FILE=MEDLINE ABB=ON RECOMBINANT PROTEINS+NT/CT 

L50 117864 SEA FILE=MEDLINE ABB=ON FUSION OR MULTIMER? OR TRIMER? OR 

CHIMER? OR CHIMAER? 

L52 334 6 SEA FILE=MEDLINE ABB=ON CD40# OR CD 154 OR CD(W){40# OR 154) 

[L53 0_SEA FILE=MEDL"INE _ABB-ON _(„(L4,l„OR^L42 OR~L~4"3~OR~U4T)— OR~L~52 ~)~J 



(^II^'^EMBASErjENTERED AT 10:25:40 ON 20 JUL 2001 
COPYRIGHT~~7c) 2001 Elsevier Science B.V. All rights reserved. 

FILE COVERS 1974 TO 19 Jul 2001 (20010719/ED) 

EMBASE has been reloaded. Enter HELP RLOAD for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

L54 122 63 SEA FILE=EMBASE ABB=ON TUMOR NECROSIS FACTOR/CT 

L55 2071 SEA FILE=EMBASE ABB=ON LYMPHOTOXIN/CT 

L56 675 SEA FILE=EMBASE ABB=ON SURFACTANT PROTEIN D/CT OR SPD 

L57 11405 SEA FILE=EMBASE ABB=ON COLLECTIN# 

L58 9 SEA FILE=EMBASE ABB=ON TNFSF## 

L59 3286 SEA FILE=EMBASE ABB=ON- CD40# OR CD154 OR CD{W)(40# OR 154) 

L60 81673 SEA FILE=EMBASE ABB=ON FUSION OR MULTIMER? OR TRIMER? OR 

CHIMER? OR CHIMAE R? _ 

CL6T ~0~SEA FILE=EMBASE ABB=ON JL54„OR^L55~ OR^LS;8 O R~ L 5 9 ) AN D ~~L6 0 AN D ~l 

^Q^f^O^IC^j — 



Searched by Barb O'Bryen, STIC 308-4291 



Seharaseyon 09/454223 

Page 4 



= > fil CARA . ,TTPOT_I7 TIT nn 

COPYRIGHT (C) 2001 CAB INTERNATIONAL (CABI) 

COPYRIGHT (C) 2001 Japan Science and Technology Corporation (JST) 

(■rrL^BT05i_s; ENTERED AT 10:26:21 ON 20 jut ?nm 
COPYRIGHT (C) 2001 BIOSIS(R) L 2001 

COPYRIGHT (C) 2001 Cambridge Scientific Abstracts (CSA) 

^OpSIf^rfn^^ 0 ^ 10:26:21 0N 20 ™ 2001 
COPYRIGHT (C) 2001 DERWENT INFORMATION LTD 



=> 
L34 



que 140 



L37 ^A CD40# 0R CD1 54 OR CD(W) (40# OR 154) 

"7 35467 SEA COLLECTIN# OR SPD ' 

— - - - bKA -~ { ^~ Q ^ L - 3 ^ 

FILE 'CAPLUS' ENTERED AT 10:26-33 ON 20 TfTT 9nni 
COPIRlM, ,„ 2001 c«EMi?™SlE„ , ACS > 

s.srjc.^fsisi^ s a 2001 

PROCESSING COMPLETED FOR L17 
PROCESSING COMPLETED FOR 'L4 0 
PROCESSING COMPLETED FOR L2 6 

ANSWERS '1-7' FROM FILE CAPLUS ^^-J 
ANSWER -8' FROM FILE BIOSIS 
ANSWER '9' FROM FILE WPIDS 

f^f>7 d-xbi-b-ab-1^97 ? fil horn 

L63 ANSWER 1 OF 9 CAPLUS COPYRIGHT 2001 fire 

ACCESSION NUMBER: 2001:435124 CAPLuf DUPLICATE 1 

DOCUMENT NUMBER: 135:45182 ^ 

Multimeric forms of TNF 
INVENTOR fcM. superfamily ligands 

pS°Aisl G NEE(S) : «£^th, RiCh - d S ' 

S0URCE: PCTInt. Appl., 

DOCUMENT TYPE : £{?ent PIXX ° 2 

LANGUAGE: Ena??«h 
FAMILY ACC. NUM. COUNT : 1 
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PATENT INFORMATION : 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 2001042298 Al 20010614 WO 2000-US7380 20000320 

W: Au\ CA, JP " 

RW: AT, BE, CH, CY, DE, DK, ES, FI , FR, GB, GR, IE, IT, LU, MC, NL, 
PT, SE 

PRIORITY APPLN. INFO. : US 1999-454223 A 19991209 

AB A method for constructing stable bioactive fusion proteins of the 

difficult to express tumor necrosis factor 

superfamily (TNFSF) , and particularly members 

CD40L (CD154) and RANKL/TRANCE, with collectins 

, particularly pulmonary surfactant protein D 

(SPD) is described. Single trimers of these proteins 

lack the full stimulatory efficacy of the natural membrane forms of these 
proteins in many cases. The multimeric nature of these sol. 
fusion proteins enables them to engage multiple receptors on the 
responding cells, thereby, mimicking the effects of the membrane forms of 
these ligands. For CD40L-SPD, the resulting protein 
stimulates B cells, macrophages, and dendritic cells, indicating its 
potential usefulness as a vaccine adjuvant. The large size of these 
fusion proteins makes them less likely to diffuse into the circulation, 
thereby limiting their potential systemic toxicity. This property may be 
esp. useful when these proteins are injected locally as a vaccine adjuvant 
or tumor immunotherapy agent to prevent them from diffusing away. In 
addn., these and other TNFSF- collecting fusion 

proteins present new possibilities for the expression of highly active, 
multimeric, sol. TNFSF members. 
REFERENCE COUNT: 2 

REFERENCE (S) : (1) Gires, O; EMBO J 1999, V16(20), P6131 

(2) Pison, U; Eur J Clin Inv 1994, V24{9), P586 CAPLUS 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2001:168035 CAPLUS 
134:236228 

CD40 ligand and CD40 agonist 
compositions and methods of use 
Ahuja, Seema S.; Bonewald, Lynda F. 

Board of Regents, the University of Texas System, USA 

PCT Int. Appl., 117 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



2001016180 


A2 


20010308 




WO 2000-US23276 


20000824 






W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


' ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


UZ, 


VN, 


YU, 


ZA, 


zw, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ/ 


TM 












RW: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


sz, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 








APPLN . 


INFO 












US 1999- 


151250 


P 


19990827 







AB Disclosed are uses of compns . contg. one or more CD40 agonists, 
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ACCESSION NUMBER: 
DOCUMENT NUMBER- 
TITLE: 



AUTHOR (S ) : 
CORPORATE SOURCE : 

SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 



is 



CAPLUS COPYRIGHT 2001 ACS 
2000:392367 CAPLUS 

"enes lEgS^' Z^t ^ ^ « 

cell line -alpha, production in the THP-1 

^Vlo^a Ph6lPS ' D3Vid Todd „. ; 

Departments of CelJnlar- u -. 

Pennsylvania State Unxversitv^on 1 " P ^ si ° l °W> The 
Hershey, PA , 170 3 3( ||^ ersity C ° lle 9 e of Medicine, 

« S^a^- 1), L 9 46- L954 

American Physiological Society 

Tn h English 

SP-a";^ L^ln^TT, lLr f faC l ant Pr0tei " < SP > *. SP-Al and 
characterized. SP-A ° f Ck £u ° Ctlonal 9 e ^ have been 

raol. Until now it h « k P_A1 mols - and 1 SP-A2 

TNF-. alpha, prodn., and (3) the S ^" their ability to stimulate 

a a ne e L trea r nt th « SP-A? aUe C ns S t e ha"aft F "-? lpha - ^ a ™ 

alleles. Furthermore, coexpressed SP a« ? o treatm ent with the SP-A2 

hxgher activity compared wi^l^s fit f r ?? SP ~ R1 and S P-A2 genes have a 

REFERENCE - ffA^-TOi^ * 

REFERENCE (S) : ,f. „ _ u 9 SS ' 

' CAPlSs^' J/ Pr °° Upid *** 1998, V37, P235 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 



(2) 
(4) 

(5) 
(6) 
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ACCESSION NUMBER- 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) • 
SOURCE: 



CAPLUS COPYRIGHT 2001 ACS 
1999:795994 CAPLUS 
132:31744 

sc^ P S e a S nd US pl d an f n 0 i r n r netiC Pr ° fUi "9 in either. 
Roberts, Gareth Wyn 
Genostic Pharma Ltd., UK 
PCT Int. Appl., 745 pp 
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DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



CODEN: PIXXD2 

Patent 

English 

2 



PATENT NO. 



WO 9964627 
W: AE, 
DE, 
JP, 
MN, 
TM, 
MD, 
RW: GH, 
£S, 
CI, 

PRIORITY APPLN. 



AL, 
DK, 
KE, 
MW, 
TR, 
RU, 
GM, 
FI, 
CM, 
INFO. 



A2 19991216 
AM, AT, AU, A2, 



KIND DATE APPLICATION NO. DATE 

WO 1999-GB1780 19990604 

BA, BB, BG, BR, BY, CA, CH, CN, CU, CZ, 

GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, 

KZ, LC, LK, LR, LS, LT, LU, LV, MD, MG, MK, 

PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, 

US, UZ, VN, YU, ZA, ZW, AM, AZ, BY, KG, KZ, 



EE, 
KG, 
MX, 
TT, 
TJ, 
KE, 
FR, 
GA, 



ES, 
KP, 
NO, 
UA, 
TM 
LS, 
GB, 
GN, 



FI, 
KR, 
NZ, 
UG, 



BE, 
SE, 

A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 
A 



CH, 
BF, 



CY, 
BJ, 



DE, 
CF, 



DK, 
CG, 



19980606 
19980620 
19980624 
19980627 
19980701 
19980707 
19980716 
19980718 
19980718 
19980724 
19980724 
19980805 
19980807 
19980808 
19980814 
19980819 



MW, SD, SL, SZ, UG, ZW, AT, 
GR, IE, IT, LU, MC, NL, PT, 
GW, ML, MR, NE, SN, TD, TG 
GB 1998-12099 
GB 1998-13291 
GB 1998-13611 
GB 1998-13835 
GB 1998-14110 
GB 1998-14580 
GB 1998-15438 
GB 1998-15574 
GB 1998-15576 
GB 1998-16085 
GB 1998-16086 
GB 1998-16921 
GB 1998-17097 
GB 1998-17200 
GB 1998-17632 
GB 1998-17943 

AB There is considerable evidence that significant factor underlying the 

individual variability in response to disease, therapy and prognosis lies 
in a person's genetic make-up. There have been numerous examples relating 
that polymorphisms within a given gene can alter the functionality of the 
protein encoded by that gene thus leading to a variable physiol. response. 
In order to bring about the integration of genomics into medical practice 
and enable design and building of a technol. platform which will enable 
the everyday practice of mol . medicine a way must be invented for the DNA 
sequence data to be aligned with the identification of genes central to 
the induction, development, progression and outcome of disease or physiol. 
states of interest. According to the invention, the no. of genes and 
their configurations (mutations and polymorphisms) needed to be identified 
in order to provide crit. clin. information concerning individual 
prognosis is considerably less than the 100,000 thought to comprise the 
human genome. The identification of the identity of the core group of 
genes enables the invention of a design for genetic profiling technologies 
which comprises of the identification of the core group of genes and their 
sequence variants required to provide a broad base of clin. prognostic 
information - "genostics" . The "Genostic.RTM. " profiling of patients and 
persons will radically enhance the ability of clinicians, healthcare 
professionals and other parties to plan and manage healthcare provision 
and the targeting of appropriate healthcare resources to those deemed most 
in need. The use of this invention could also lead to a host of new 
applications for such profiling technologies, such as identification of 
persons with particular work or environment related risk, selection of 
applicants for employment, training or specific opportunities or for the 
enhancing of the planning and organization of health services, education 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE { S ) : 
SOURCE: 



DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT 
PATENT INFORMATION* 



CAPLUS COPYRIGHT 2001 ACS 
1999:795993 CAPLUS 
132:31743 

^Sn^'S^nr 8 " 0 Pr ° filing ^ health — 

Roberts, Gareth Wyn 

Genostic Pharma Limited, UK 
PCT Int. Appl., 149 ' 
CODEN: PIXXD2 
Patent 
English 
2 



PATENT NO. 



KIND DATE 



WO 9964626 
W: 



APPLICATION NO. DATE 



DE, 

JP, 
MN, 
TM, 
MD, 
RW: GH, 



ES, 
CI, 

AU 9941586 
AU 9941587 
GB 2339200 
EP 1084273 
R: AT, 
IE, 



A2 19991216 

AE, AL, AM, AT, AU, AZ, 

n " DK, EE, ES, 

KE, KG, KP, 

MW, MX, NO, NZ, 

TR, TT, UA, UG, 

RU, TJ, TM 

GM, KE, LS, 



BA, 



EI, GB, GD, GE, 
KR, KZ, LC, LK, 



PL, 
US, 



PT, 
UZ, 



WO 1999-GB1779 19990604 
BB, BG, BR, BY, CA, CH, CN, 
HR, HU, 
LT, 



GH, 
LR, 
RO, RU, 



GM, 
LS, 

SD, SE, 



LU, 
SG, 



ID, 
LV, 
SI, 



VN, YU, ZA, ZW, AM, AZ,' 



IL, 
MD, 
SK, 
BY, 



CU, 
IN, 
MG, 
SL, 
KG, 



EI, FR, GB, 



MW, 
GR, 



SD, SL, 
IE, IT, 



SZ, UG, ZW, 
LU, MC, NL, 



PRIORITY APPLN. 'iNFO. : 
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3* -Untranslated region of SP-B mRNA mediates 
inhibitory effects of TPA and TNF-. alpha, on SP-B 
expression 

Pryhuber, Gloria S.; Church, Susan L . ; Kroft, Tim; 
Panchal, Asha; Whitsett, Jeffrey A. 
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English 

Surfactant protein-B (SP-B) is a small hydrophobic polypeptide that 
enhances spreading and stability of surfactant phospholipids in the 
alveolus of the lung. Decreased expression of SP-B is assocd. with 
respiratory failure in premature infants and in adult patients with acute 
respiratory distress syndrome (ARDS) . Tumor necrosis factor- . alpha . 
(TNF- . alpha . ) and 12-0-tetradecanoylphorbol-13 acetate (TPA) cause 
ARDS-like lung injury in vivo. Inhibitory effects of TPA and TNF-a on 
SP-B mRNA expression in vitro were mediated by decreased SP-B mRNA 
stability rather than by decreased rate of SP-B gene transcription. In 
the present study, a human pulmonary adenocarcinoma cell line, NCI H44 1-4, 
was stably transfected with expression vectors consisting of the thymidine 
kinase (TK) promotor and human growth hormone (hGH) gene, in which the hGH 
3 ' -untranslated region (3'-UTR) was replaced by the 2.0-kb human SP-B cDNA 
[pTKGH(SP-B2.0) ] or the 837-bp human SP-B 3'-UTR [pTKGH (SP-B . 837 ) ] . The 
mRNAs and cellular growth hormone protein generated from the 
chimeric TKGH (SP-B2 . 0) and TKGH (SP-B . 837 ) genes were each 
inhibited by .apprx.50% by TPA and TNF- . alpha . . Dexamethasone decreased 
the inhibitory effects of TPA and TNF- . alpha.. The inhibition of 
steady-state hGH-SP-B mRNA by TPA and TNF-a was mediated by a cis-active 
element located in the 3-UTR region of SP-B mRNA. 
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DNA having the following amino acid sequences/ plasmids contg. the DNA, 
polypeptides contg. the amino acid sequences, a method for preparing said 
polypeptides and anticarcinogenic agents .comprising the polypeptides are 
all new. 

Met-Val-Arg-Ser-X-Thr-Arg-Thr-Pro Ser-Arg-Lys-pre -Val-Ala-His-Val 
-Val- which is amino acid sequences of the fourth exon of TNF 
(where X is Ser or Cys) . 

In an example, from THP-1 cells, mRNA were extracted by 
centrifugation and ethanol pptn. . By utilising the mRNA, cDNA libraries 
were formed by Cubler method and Okayama-Barg method. Screening of desired 
cDNA was conducted by making the obtd. cDNA libraries grow, converting 
plasmid DNA of double chains to that of single chain, hybridising the cDNA 
with DNA probes and detecting positive clones by autoradiography . Genome 
DNA were prepd. by cultivating THP-1 cells, forming a suspension contg. 
the cells, and collecting the DNA by means of centrifugation, 
alcohol pptn., density gradient method and dialysing. Genome DNA fragments 
were collected by nick-translation, hybridisation and condensation of 
specific DNA, fragment s . Genome libraries were formed by preparing 
chimera circular DNA and introducing, the chimera DNA 

into E.coli RRI . (7) Xhol/PstI fragments were inserted into pUC540 to form 
pUC540 (TNF)x/p. Also Xhol-PstI fragments were digested and the 
obtd. HincII-PstI fragment, Dhel-HincII fragments were synthesised, 
combined with either chain of a double DNA and inserted into BamHI-PstI 
site of pUC540 (TNF) x/p. 
0/0 
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